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<110> APPLICANT: Lane, David 
Bottger, Volker 
Bottger, Angelica 
Picksley, Stephen 
Chene, Patrick 
Hochkeppel, Heinz -Kurt 
Garcia -Echeverria, Carlos 
Furet , Pascal 

TITLE OF INVENTION: Inhibitors of the Interaction of P53 and MDM2 
FILE REFERENCE: 4-20937/A/PCT 
CURRENT APPLICATION NUMBER: US/09/214 , 371A" 
CURRENT FILING DATE: 1999-03-26 
EARLIER APPLICATION NUMBER: PCT/EP97/03549 
EARLIER FILING DATE: 1997-07-04 
NUMBER OF SEQ ID N0S : 83 
SOFTWARE: Patentln Ver. 2.0 
SEQ ID NO 1 
LENGTH: 19 
TYPE : PRT 

ORGANISM: Artificial Sequence 

FEATURE : ~~ 

OTHER INFORMATION: Description of Artificial Sequence : peptide 
SEQUENCE: 1 

Pro Leu Ser Gin Gin Thr Phe Ser Asp Leu Trp Lys Leu Leu Pro Glu 

15 10 15 

Asn Asn Val 
SEQ ID NO 2 
LENGTH : 5 
TYPE : PRT 

ORGANISM: Artificial Sequence 
FEATURE: 

OTHER INFORMATION: Description of Artificial Sequence : peptide 
FEATURE: 

OTHER INFORMATION: Where Xaa may be any amino acid 
SEQUENCE : 2 
Phe Xaa Xaa Leu Trp 
1 5 
SEQ ID NO 3 
LENGTH: 10 
TYPE : PRT 

ORGANISM: Artificial Sequence 
FEATURE: 

OTHER INFORMATION: Description of Artificial Sequence : peptide 
FEATURE: 



<120> 
<130> 
<140> 
<141> 
<150> 
<151> 
<160> 
<170> 
<210> 
<211> 
<212> 
<213> 
<220> 
<223> 
<400> 
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<210> 
<211> 
<212> 
<213> 
<220> 
<223> 
<220> 
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RAW SEQUENCE LISTING DATE: 03/10/2000 

PATENT APPLICATION US/09/214 , 371A TIME: 16:17:04 



Input Set: I214371A.RAW 

<223> OTHER INFORMATION: Xaa represents any amino acid and proline, 

phenylalanine, aspartic acid, tyrosine , 

tryptophan and leucine are L-amino acids 
<220> FEATURE: 
<4 00> SEQUENCE: 3 

Pro Xaa Phe Xaa Asp Tyr Trp Xaa Xaa Leu 
15 10 
<210> SEQ ID NO 4 
<211> LENGTH: 10 

<213> ORGANISM: Artificial Sequence A jj^t C^W^ 0^ Itf&h*^ 

<220> FEATURE: [I / 

<223> OTHER INFORMATION: Description of Artificial Sequence : peptide ' ' 

<220> FEATURE: 

<221> NAME /KEY: VARIANT 

<222> LOCATION: (1)..) * 

<223> OTHER INFORMATION: x=proline, leucine, glutamic acid, cysteine or 

glutamine 
<220> FEATURE: 

<221> NAME/KEY: VARIANT 1 / 

<222> LOCATION: (5) 

<223> OTHER INFORMATION: x = arginine, histidine, glutamic acid, cysteine, 

serine or preferably aspartic acid. 
<220> FEATURE: 

<221> NAME/KEY: VARIANT ' 
<222> LOCATION: (6) 

<223> OTHER INFORMATION: x = histidine, phenylalanine, or preferably 

tyrosine 
<22 0> FEATURE: 
<221> NAME/KEY: VARIANT 

<222> LOCATION: (1) / 

<223> OTHER INFORMATION: x=proline, leucine, glutamic acid, cysteine or 
glutamine 

<220> FEATURE: r r / 

<223> OTHER INFORMATION: Xaa at position 2, 5, 8 and 9 is any amino acid 



<400> SEQUENCE : 4 / f ^ / 

Xaa'xaa Phe 




/Xaa I Xaa Xaa Trp Xaa Xaa(Xaj 

1 > 5 10 

<210> SEQ ID NO 5 
<211> LENGTH: 10 
<212> TYPE: PRT 

<213> ORGANISM: Artificial Sequence 
<220> FEATURE: 

<223> OTHER INFORMATION: Description of Artificial Sequence : peptide 
<22 0> FEATURE: 

<221> NAME/KEY: VARIANT r 
<222> LOCATION: (1) 

<223> OTHER INFORMATION: x = proline, leucine, glutamic acid, cysteine or 

glutamine 
<220> FEATURE: 
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PAGE: 3 RAW SEQUENCE LISTING DATE: 03/10/2 000 

PATENT APPLICATION US/09/2 14 , 371A TIME: 16:17:04 

Input Set: I214371A.RAW 

95 <221> NAME/KEY: VARIANT ^ 

96 <222> LOCATION: (2) r 

97 <223> OTHER INFORMATION: x = arginine, asparagine, alanine, threonine or 

98 valine 

99 <220> FEATURE: 

100 <221> NAME/KEY: VARIANT ^ 

101 <222> LOCATION: (4) 

102 <223> OTHER INFORMATION: X = methionine, isoleucine, threonine, arginine, 

103 alanine or serine 

104 <220> FEATURE: 

105 <221> NAME /KEY: VARIANT 

106 <222> LOCATION: (5) X 

107 <223> OTHER INFORMATION: X= arginine, histidine, glutamic acid, cysteine, 

108 serine or preferably aspartic acid. 

109 <220> FEATURE: 

110 <221> NAME/KEY: VARIANT 

111 <222> LOCATION: (6) / 

112 <223> OTHER INFORMATION: X = histidine, phenylalanine or preferably 

113 tyrosine 

114 <220> FEATURE: 

115 <221> NAME / KEY : VARIANT ' / 

116 <222> LOCATION: (8) 

117 <223> OTHER INFORMATION: X = glutamic acid, threonine, alanine, 

118 phenylalanine or serine 

119 <220> FEATURE: 

120 <221> NAME/KEY: VARIANT / 

121 <222> LOCATION: (9) 

122 <223> OTHER INFORMATION: X= glycine, glutamine, threonine, alanine or 

123 aspartic acid 

124 <220> FEATURE: 

125 <221> NAME/KEY: VARIANT 

126 <222> LOCATION: (10) X 

127 <223> OTHER INFORMATION: Xaa = phenylalanine, glutamine or preferably 

128 leucine 

129 <400> SEQUENCE : 5 / / f f f f 

130 Xaa Xaa Phe Xaa Xaa Xaa Trp Xaa Xaa Xaa 

131 1 5 10 

132 <210> SEQ ID NO 6 

133 <211> LENGTH: 12 

134 <212> TYPE: PRT 

135 <213> ORGANISM: Artificial Sequence 

136 <220> FEATURE: 

137 <223> OTHER INFORMATION: Description of Artificial Sequence : peptide 

138 <400> SEQUENCE: 6 

13 9 Met Pro Arg Phe Met Asp Tyr Trp Glu Gly Leu Asn 

14 ° 1 5 10 

141 <210> SEQ ID NO 7 

142 <211> LENGTH: 12 

143 <212> TYPE: PRT 

144 <213> ORGANISM: Artificial Sequence 
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PAGE: 4 RAW SEQUENCE LISTING DATE: 03/10/2000 

PATENT APPLICATION US/09/214 , 371A TIME: 16:17:04 

Input Set: I214371A.RAW 

145 <220> FEATURE: 

146 <223> OTHER INFORMATION: Description of Artificial Sequence: peptide 

147 <400> SEQUENCE: 7 

148 Gin Pro Thr Phe Ser Asp Tyr Trp Lys Leu Leu Pro 

14 9 1 5 10 

150 <210> SEQ ID NO 8 

151 <211> LENGTH: 15 

152 <212> TYPE: PRT 

153 <213> ORGANISM: Artificial Sequence 

154 <220> FEATURE: 

155 <223> OTHER INFORMATION: Description of Artificial Sequence : peptide 

156 <400> SEQUENCE: 8 

157 Pro Pro Ala Leu Val Phe Ala Asp Tyr Trp Glu Thr Leu Tyr 

158 15 10 15 

159 <210> SEQ ID NO 9 

160 <211> LENGTH: 28 

161 <212> TYPE: PRT 

162 <213> ORGANISM: Artificial Sequence 

163 <220> FEATURE: 

164 <223> OTHER INFORMATION: Description of Artificial . Sequence : peptide 

165 <400> SEQUENCE: 9 

166 Met Pro Arg Phe Met Asp Tyr Trp Glu Gly Leu Asn Arg Gin lie Lys 

167 1 5 10 15 

168 He Trp Phe Gin Asn Arg Arg Met Lys Trp Lys Lys 

169 20 25 

170 <210> SEQ ID NO 10 

171 <211> LENGTH: 8 

172 <212> TYPE: PRT 

173 <213> ORGANISM: Artificial Sequence 

174 <220> FEATURE: 

175 <223> OTHER INFORMATION: Description of Artificial Sequence: peptide 

176 <220> FEATURE: 

177 <221> NAME/KEY: VARIANT ^ 

178 <222> LOCATION: (2) 

179 <223> OTHER INFORMATION: X = methionine, isoleucine, threonine, arginine, 

180 alanine or serine, preferably methionine S 

181 <220> FEATURE: 

182 <221> NAME/KEY: VARIANT 

183 <222> LOCATION: (3) S 

184 <223> OTHER INFORMATION: X = arginine, histidine, glutamic acid, cysteine, 

185 serine, or preferably aspartic acid. 

186 <220> FEATURE: 

187 <221> NAME/KEY: VARIANT / 

188 <222> LOCATION: (4) 

189 <223> OTHER INFORMATION: X = histidine, phenylalanine, or preferably 

190 tyrosine 

191 <220> FEATURE: 

192 <221> NAME /KEY: VARIANT y 

193 <222> LOCATION: (6) / 

Please Note: <223> 0THER ^FORMATION: X = glutamic acid, threonine, alanine, 

Use of n and/or Xaa have been detected in the Sequence Listing. Please review the ~ I / 
Sequence Listing to ensure that a corresponding explanation is presented in the <220> to J~ 
<223> fields of each sequence which presents at least one n or Xaa. 
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PAGE: 5 ^ SEQUENCE LISTING DATE : 03/10/2000 

PATENT APPLICATION US/09/214 , 371A TIME: 16:17:04 

Input Set: I214371A.RAW 

195 phenylalanine or serine, preferably glutamic acid 

196 <220> FEATURE: 

197 <221> NAME/KEY: VARIANT 

198 <222> LOCATION: (7) X 

199 <223> OTHER INFORMATION : X = glycine, glutamine, threonine, alanine or 

200 aspartic acid, preferably glycine. 

201 <220> FEATURE: 

202 <221> NAME/KEY: VARIANT 

203 <222> LOCATION: (8) ^ 

204 <223> OTHER INFORMATION: X = phenylalanine, glutamine or preferably 

205 leucine. 

206 <400> SEQUENCE: 10 s / . y 

207 Phe Xa£ Xaa Xaa Trp Xaa Xaa Xaa 

208 1 5 

209 <210> SEQ ID NO*ll 

210 <211> LENGTH: 9 

211 <212> TYPE: PRT 

212 <213> ORGANISM: Artificial Sequence 

213 <220> FEATURE: 

214 <223> OTHER INFORMATION: Description of Artificial Sequence peptide 

215 <220> FEATURE: 

216 <221> NAME/KEY: VARIANT 

217 <222> LOCATION: (1) 

218 <223> OTHER INFORMATION: X = arginine, asparagine, alanine, threonine or 

219 valine, particularly arginine. 

220 <220> FEATURE: 

221 <221> NAME/KEY: VARIANT 

222 <222> LOCATION: (3) 

223 <223> OTHER INFORMATION: X = methionine, isoleucine, threonine, arginine, 

224 alanine or serine, preferably methionine 

225 <220> FEATURE: 

226 <221> NAME/KEY: VARIANT 

227 <222> LOCATION: (4) 

228 <223> OTHER INFORMATION: X = arginine, histidine, glutamic acid, cysteine, 

229 serine or preferably aspartic acid. 

230 <220> FEATURE: 

231 <221> NAME/KEY: VARIANT 

232 <222> LOCATION: (5) 

233 <223> OTHER INFORMATION: Xaa = histidine, phenylalanine or preferably 

234 tyrosine. 

235 <220> FEATURE: 

236 <221> NAME/KEY: VARIANT 

237 <222> LOCATION: (7) 

238 <223> OTHER INFORMATION : X = glutamic acid, threonine, alanine, 

239 phenylalanine or serine, preferably glutamic acid. 

240 <220> FEATURE : 

241 <221> NAME/KEY: VARIANT 

242 <222> LOCATION: (8) 

243 <223> OTHER INFORMATION: x = glycine, glutamine, threonine, alanine or 

244 aspartic acid preferably glycine. 



Please Note - j ^ 



PAGE: • 6 VERIFICATION SUMMARY DATE: 03/10/2000 

PATENT APPLICATION US/09/214 , 371A TIME: 16:17:04 



Input Set: I214371A.RAW 



Line ? Error/Warning 

36 W "N" or "Xaa" used: Feature required 
50 W "N» or "Xaa" used: Feature required 
81 w "N» or "Xaa" used: Feature required 
130 W "N» or "Xaa" used: Feature required 
207 W "N» or "Xaa" used: Feature required 
251 W "N" or "Xaa" used: Feature required 
322 w »N» or "Xaa" used: Feature required 
339 w »N" or "Xaa" used: Feature required 
356 W "N" or "Xaa" used: Feature required 
373 W »N" or "Xaa" used: Feature required 
3 90 W »N» or "Xaa" used: Feature required 
407 w »N» or "Xaa" used: Feature required 
424 W "N» or "Xaa" used: Feature required 
441 W "N" or "Xaa" used: Feature required 
458 W "N» or "Xaa" used: Feature required 
475 W "N» or "Xaa" used: Feature required 
492 W "N" or "Xaa" used: Feature required 
509 W "N" or "Xaa" used: Feature required 
526 W "N" or "Xaa" used: Feature required 
539 W "N" or "Xaa" used: Feature required 
552 W "N» or "Xaa" used: Feature required 
569 w "N" or "Xaa" used: Feature required 
586 W "N» or "Xaa" used: Feature required 
603 W "N" or "Xaa" used: Feature required 
62 0 W »N" or "Xaa" used: Feature required 
637 w "N" or "Xaa" used: Feature required 
654 W »N» or "Xaa" used: Feature required 
671 W "N" or "Xaa" used: Feature required 
688 W "N» or "Xaa" used: Feature required 
705 W »N" or "Xaa" used: Feature required 
722 w »N" or "Xaa" used: Feature required 
724 W "N" or "Xaa" used: Feature required 
758 W "N" or "Xaa" used: Feature required 
760 W "N" or "Xaa" used: Feature required 
786 W "N" or "Xaa" used: Feature required 
803 W "N" or "Xaa" used: Feature required 
820 W "N" or "Xaa" used: Feature required 
83 7 W "N" or -xaa" used: Feature required 
854 W "N" or -xaa" used: Feature required 
871 w "N" or "Xaa" used: Feature required 
888 W "N" or "Xaa" used: Feature required 
913 W "N" or "Xaa" used: Feature required 
938 W "N" or "Xaa" used: Feature required 
963 W "N" or "Xaa" used: Feature required 
988 W "N» or "Xaa" used: Feature required 
1017 w »N« or "Xaa" used: Feature required 
1042 w »N" or "Xaa" used: Feature required 
1059 W »N" or "Xaa" used: Feature required 
1076 w "N« or "Xaa" used: Feature required 
1097 w "N" or "Xaa" used: Feature required 



Original Text 



Phe Xaa Xaa Leu Trp 

Pro Xaa Phe Xaa Asp Tyr Trp Xaa Xaa Leu 

Xaa Xaa Phe Xaa Xaa Xaa Trp Xaa Xaa Xaa 

Xaa Xaa Phe Xaa Xaa Xaa Trp Xaa Xaa Xaa 

Phe Xaa Xaa Xaa Trp Xaa Xaa Xaa 

Xaa Phe Xaa Xaa Xaa Trp Xaa Xaa Xaa 

Xaa Gly Pro Ala Phe Thr His Tyr Trp Ala T 

Xaa Pro Arg Phe Met Asp Tyr Trp Glu Gly L 

Xaa Pro Thr Phe Ser Asp Tyr Trp Lys Leu L 

Xaa Ala Phe Thr His Tyr Trp Xaa 

Xaa Thr Phe Ser Asp Tyr Trp Xaa 

Xaa Arg Phe Met Asp Tyr Trp Xaa 

Xaa Glu Thr Phe Ser Asp Leu Trp Lys Leu L 

Xaa Pro Thr Phe Ser Asp Leu Trp Lys Leu L 

Xaa Glu Thr Phe Ser Asp Tyr Trp Lys Leu L 

Xaa Gin Asn Phe lie Asp Tyr Trp Thr Gin G 

Xaa Asp Arg Ala Pro Thr Phe Arg Asp His T 

Xaa Arg Pro Ala Leu Val Phe Ala Asp Tyr T 

Xaa Ala Phe Ser Arg Phe Trp Ser Asp Leu S 

Thr Gly Pro Ala Phe Thr His Tyr Trp Ala T 

Met Pro Arg Phe Met Asp Tyr Trp Glu Gly L 

Xaa Gly Gin Pro Thr Phe Ser Asp Tyr Trp L 

Xaa Gly Gin Pro Thr Phe Ser Asp Tyr Trp L 

Xaa Gly Pro Thr Phe Ser Asp Leu Trp Xaa 

Xaa Gly Pro Thr Phe Ser Asp Leu Trp Xaa 

Xaa Pro Thr Phe Ser Asp Leu Trp Xaa 

Xaa Pro Thr Phe Ser Asp Leu Trp Xaa 

Xaa Gly Ser Gly Gin Glu Thr Phe Ser Asp L 

Xaa Gly Ser Gly Gin Pro Thr Phe Ser Asp L 

Xaa Gly Ser Gly Gin Glu Thr Phe Ser Asp T 

Xaa Met Pro Arg Phe Met Asp Tyr Trp Glu G 

Lys He Trp Phe Gin Asn Arg Arg Met Lys T 

Xaa Ala Val Ala Leu Leu Pro Ala Val Leu L 

Ala Met Pro Arg Phe Met Asp Tyr Trp Glu G 

Xaa Thr Phe Ser Asp Tyr Trp Xaa 

Xaa Thr Phe Ser Asp Tyr Trp Xaa 

Xaa Ala Phe Thr His Tyr Trp Xaa 

Xaa Ala Phe Thr His Tyr Trp Xaa 

Xaa Arg Phe Met Asp Tyr Trp Xaa 

Xaa Arg Phe Met Asp Tyr Trp Xaa 

Xaa Thr Phe Ser Asp Tyr Trp Xaa 

Xaa Arg Phe Met Asp Tyr Trp Xaa 

Xaa Met Xaa Tyr Trp Xaa Gly Xaa 

Xaa Phe Met Xaa Tyr Trp Xaa Gly Xaa 

Xaa Phe Met Xaa Tyr Trp Glu Xaa Xaa 

Xaa Met Xaa Tyr Trp Xaa Xaa Xaa 

Xaa Met Xaa Tyr Trp Gin Xaa Xaa 

Xaa Phe Met Asp Tyr Trp Glu Gly Xaa 

Xaa Met Asp Tyr Trp Glu Gly Xaa 

Xaa Met Xaa Tyr Trp Glu Gly Xaa 



PA ? E: ■ 7 VERIFICATION SUMMARY W DATE : 03/10/2000 

PATENT APPLICATION US/09/214 , 371A TIME: 16:17:04 

Input Set: I214371A.RAW 

Line ? Error/Warning Original Text 



1118 W »N« or "Xaa" used: Feature required Xaa Met Asp Tyr Trp Xaa Gly Xaa 

1215 W »N» or "Xaa" used: Feature required Xaa Gly Ser Gly Glu Pro Pro Leu Ser Gin G 



